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The neonatal Fc receptor (FcRn) encoded by FCGRT is known to be involved in the
pharmacokinetics (PK) of therapeutic monoclonal antibodies (mAbs). Variability in
the expression of FCGRT gene and consequently in the FcRn protein level could
explain differences in PK observed between patients treated with mAbs. We studied
whether the previously described variable number tandem repeat (VNTR) or copy
number variation (CNV) of FCGRT are associated with individual variations of PK
parameters of cetuximab. VNTR and CNV were assessed on genomic DNA of 198
healthy individuals and of 94 patients treated with the therapeutic mAb. VNTR and
CNV were analyzed by allele-specific PCR and duplex real-time PCR with Taqman®
technology, respectively. The relationship between FCGRT polymorphisms (VNTR
and CNV) and PK parameters of patients treated with cetuximab was studied.
VNTR3 homozygote patients had a lower cetuximab distribution clearance than
VNTR2/VNTR3 and VNTR3/VNTR4 patients (p = 0.021). We observed no affects of
VNTR genotype on elimination clearance. One healthy person (0.5%) and 1 patient
(1.1%) had 3 copies of FCGRT. The PK parameters of this patient did not differ from
those of patients with 2 copies. The FCGRT promoter VNTR may influence mAbs’
distribution in the body. CNV of FCGRT cannot be used as a relevant
pharmacogenetic marker because of its low frequency.
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